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ABSTRACT

Objective: To investigate longitudinal change in the medical decision-making capacity (MDC) of
patients with amnestic mild cognitive impairment (MCI) under different consent standards.

Methods: Eighty-eight healthy older controls and 116 patients with MCI were administered the
Capacity to Consent to Treatment Instrument at baseline and at 1 to 3 (mean � 1.7) annual
follow-up visits thereafter. Covariate-adjusted random coefficient regressions were used to ex-
amine differences in MDC trajectories across MCI and control participants, as well as to investi-
gate the impact of conversion to Alzheimer disease on MCI patients’ MDC trajectories.

Results: At baseline, MCI patients performed significantly below controls only on the three clini-
cally relevant standards of appreciation, reasoning, and understanding. Compared with controls,
MCI patients experienced significant declines over time on understanding but not on any other
consent standard. Conversion affected both the elevation (a decrease in performance) and slope
(acceleration in subsequent rate of decline) of MCI patients’ MDC trajectories on understanding. A
trend emerged for conversion to be associated with a performance decrease on reasoning in the
MCI group.

Conclusions: Medical decision-making capacity (MDC) decline in mild cognitive impairment (MCI)
is a relatively slow but detectable process. Over a 3-year period, patients with amnestic MCI show
progressive decline in the ability to understand consent information. This decline accelerates after
conversion to Alzheimer disease (AD), reflecting increasing vulnerability to decisional impairment. Cli-
nicians and researchers working with MCI patients should give particular attention to the in-
formed consent process when conversion to AD is suspected or confirmed. Neurology® 2008;71:

1474–1480

GLOSSARY
AD � Alzheimer disease; ADRC � Alzheimer’s Disease Research Center; CCTI � Capacity to Consent to Treatment Instrument;
CDR � Clinical Dementia Rating scale; DRS-2 � Dementia Rating Scale, second edition; GDS � Geriatric Depression Scale; MCI �

mild cognitive impairment; MDC � medical decision-making capacity; MMSE � Mini-Mental State Examination; UAB � University
of Alabama at Birmingham.

Functional change is critical to understanding both progression in mild cognitive impairment
(MCI) and conversion to Alzheimer disease (AD) and other dementias.1-3 Although MCI
criteria continue to be refined,4,5 the diagnostic tenet that MCI patients evidence largely intact
functional abilities continues to be central. This reflects the clinical view that frank restriction
in functional activities is a hallmark of AD and other dementias.6,7 However, an increasing
number of cross-sectional studies have shown that persons with MCI experience limitations in
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functional abilities relative to cognitively
healthy older adults.1-3,8 The longitudinal
course of such functional restrictions has re-
ceived less attention.9-12

Medical decision-making capacity (MDC)
(also referred to as treatment consent capacity
or consent capacity) is a higher-order func-
tional capacity. It refers to an individual’s cog-
nitive and emotional capacity to accept a
medical treatment, refuse treatment, or select
among treatment alternatives.13 Declining con-
sent capacity in MCI patients poses important
clinical, legal, and ethical challenges,14 because
these patients increasingly are treated pharmaco-
logically and are involved in clinical research tri-
als.15,16 Thus, longitudinal investigation of
MDC among patients with MCI has scientific,
clinical, and public policy value.

Recent studies suggest that measurable de-
cline in MDC occurs over time in MCI pa-
tients. In a cross-sectional study,8 we found that
patients with MCI exhibited significant impair-
ments on complex and clinically relevant con-
sent standards of appreciating the consequences
of a treatment choice, providing reasoning for a
treatment choice, and understanding the treat-
ment situation and choices. In addition, in a
2-year longitudinal study,17 we found that mild
AD patients demonstrated significant decline on
these three complex standards.

In the present study, we investigated MDC
over a 3-year period in a sample of older con-
trols and patients with MCI. We hypothe-
sized that (1) relative to controls, MCI
patients would demonstrate declines on the
three complex consent standards but not on
simpler consent standards; and (2) that con-
version from MCI to AD would be associated
with a decrease in scores, and an acceleration
in subsequent rate of decline, on the three
complex standards.

METHODS Participants. The present analyses involved the
204 participants—88 controls and 116 MCI patients—who had
been diagnostically characterized through the University of Ala-
bama at Birmingham (UAB) Alzheimer’s Disease Research Cen-
ter (ADRC) consensus conference as of March 2008 as part of an
ongoing longitudinal study of functional change in MCI. The
ADRC diagnostic team consisted of neurologists, neuropsy-
chologists, and nursing staff.

Control participants were cognitively healthy older adults
who underwent neurologic, neuropsychological, and neurora-
diologic evaluations to ensure absence of medical and psychiatric

conditions that could compromise cognition. Their Mini-
Mental State Examination (MMSE)18 scores ranged from 25 to
30, and their Dementia Rating Scale, second edition (DRS-2),19

total scores ranged from 124 to 144.
MCI participants were either patients who presented for

clinical evaluation through the UAB Memory Disorders Clinic
or community volunteers recruited into the ADRC. Diagnosis of
MCI was made using original Petersen/Mayo criteria20 (appen-
dix e-1 on the Neurology® Web site at www.neurology.org). MCI
participants in the present study were all of the amnestic sub-
type. Their MMSE scores ranged from 22 to 30, and their
DRS-2 total scores ranged from 113 to 142.

Informed consent was obtained from all control and MCI
participants as part of this institutional review board–approved
research.

Study design and longitudinal assessment of partici-
pants. The 204 participants described above were recruited in
four consecutive annual cohorts (cohort 1: July 2004 to June
2005; cohort 2: July 2005 to June 2006; cohort 3: July 2006 to
June 2007; and cohort 4 [still being enrolled]: July 2007 to June
2008). Therefore, members of cohort 1 have completed baseline
assessment and 3 subsequent annual follow-up assessments,
members of cohort 2 have completed baseline assessment and
two subsequent annual follow-up assessments, members of co-
hort 3 have completed baseline assessment and one subsequent
annual follow-up assessment, and members of cohort 4 have
only completed baseline assessment. In addition, members of
any one cohort were not enrolled simultaneously but rather over
the course of the cohort year. Thus, depending on when “data
freeze” occurred before analyses, persons belonging to the same
annual cohort may not have the same number of annual
follow-up assessments. Although such a recruitment approach
results in unbalanced data, modern statistical approaches have
been developed for analyzing such data and reducing, to the
extent possible, any potential bias due to the imbalance (see Data
analyses section).

Of the 204 participants who completed a baseline evalua-
tion, 133 (71 controls, 62 MCI) subsequently had a first annual
follow-up evaluation, 79 (37 controls, 42 MCI) subsequently
had a second annual follow-up evaluation, and 23 (12 controls,
11 MCI) subsequently had a third annual follow-up evaluation.
The variability in sample size across time is not due to attrition
but rather reflects the fact that participants were recruited in
annual cohorts and on a rolling basis within each cohort, as
described above.

Participants’ diagnostic status across time. Of the 116
patients with MCI, 22 (19%) progressed to AD during the pe-
riod they were under observation. Of the 88 cognitively healthy
control participants, 9 (10.2%) received a follow-up diagnosis of
MCI during the period they were under observation.

Consent capacity measure. Consent capacity was assessed
with the Capacity to Consent to Treatment Instrument
(CCTI),14 a reliable and valid instrument for assessing MDC in
older adults.14,21 The CCTI consists of two clinical vignettes that
each present a hypothetical medical problem (A: neoplasm, B:
cardiovascular disease) and symptoms, and two treatment alter-
natives with associated risks and benefits. The vignettes were
presented to patients in both oral and written formats, and the
patients then answered questions designed to test consent capac-
ity under each of four core consent standards derived from legal
and medical literature22,23:

S1: expressing a treatment choice (expressing choice);
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S3: appreciating the consequences of a treatment choice (ap-
preciation);

S4: providing rational reasons for a treatment choice (reason-
ing); and

S5: understanding the treatment situation, treatment choices,
and respective risks/benefits (understanding).

In addition, we tested a fifth standard described as making
the “reasonable” treatment choice [S2]. [S2] is not a clinically
accepted consent standard because of concerns about the arbi-
trariness of the operative term reasonable.22 However, it is a use-
ful standard in research because it contributes to our
understanding of the treatment preferences of patients with neu-
rocognitive disorders. Therefore, we treat [S2] (reasonable
choice) as experimental and use brackets to distinguish it from
the four core consent standards.

Data analyses. Group differences on baseline demographic,
clinical, and CCTI variables were examined using one-way anal-
ysis of variance or �2/Fisher exact tests.

To examine differences in trajectories of change in MDC
across MCI and control participants on the four interval-level
standards (S1, S3, S4, and S5), we fitted separate random coeffi-
cient regressions that modeled changes in performance on these

standards across the four time points under consideration.24,25

Random coefficient regression, also called individual growth
curve modeling, provides a robust and very flexible approach to
analyzing longitudinal data. It easily accommodates variability in
the number and spacing of assessment points across study
participants.25-27 In addition, because random coefficient models as-
sume that each individual’s observed scores are a random sample of
data from their underlying true growth curve,25,27 they facilitate anal-
yses that include all participants, even those with only one wave of
data.25 The random regression models we fitted included terms for
group, time, and the group � time interaction (appendix e-2).
Group differences in trajectories of change on [S2] were tested using
generalized estimating equations. For all trajectories of change analy-
ses, the interaction was the primary term of interest because it would
indicate whether rates of change in MDC across time differ between
MCI and control participants.

To test the effect of conversion to dementia on MDC trajec-
tory, we fitted another set of random coefficient regressions in
which group membership was treated as a time-varying variable,
to capture the fact that conversion entails a change in a person’s
diagnostic status across time. These set of analyses included
terms for conversion (a time-varying variable indicating diagnos-
tic status at each assessment point), time, and the conversion �

time interaction. Baseline diagnosis was entered as a covariate.
The terms of interest in these analyses were conversion and the
conversion � time interaction. A significant conversion term
would indicate that conversion affects the elevation of the trajec-
tory (e.g., it results in a loss of points on the standard under
investigation), whereas a significant conversion � time term
would indicate that conversion affects the slope of the trajectory
(e.g., it accelerates subsequent rate of decline on the standard
being tested). Because it is a contradiction in terms for conver-
sion to occur at the baseline assessment, the time variable was
recentered at the first annual follow-up, the earliest time point at
which conversion may occur, to preserve the meaningfulness of
the models’ coefficients.25

All analyses were performed using SAS 9.1 (SAS Institute
Inc., Cary, NC). Only findings with a two-tailed p value � 0.05
were considered significant.

RESULTS Baseline demographic, clinical, and CCTI
variables. Table 1 shows the result of group compari-
sons on baseline demographic, clinical, and CCTI
variables. As expected, MCI patients differed signifi-
cantly from controls on all measures of global mental
status and dementia staging. MCI patients also were
older, reported significantly more depressive symp-
toms, and were composed of proportionately more
African Americans than controls. On the CCTI,
MCI patients performed worse than control partici-
pants only on appreciation (S3), reasoning (S4), and
understanding (S5), which are the more complex and
clinically relevant consent standards.21

Group differences in trajectories of change in MDC. Con-
sistent with these unadjusted group differences in
CCTI performance at baseline, the random coeffi-
cient regressions revealed that MCI patients evi-
denced significantly worse consent abilities at
baseline relative to control participants on apprecia-
tion (S3), reasoning (S4), and understanding (S5) after

Table 1 Demographic, clinical, and CCTI characteristics of study participants
at baseline

Variable Controls (n � 88) MCI (n � 116) p Value

Age, y 67.05 (8.33) 70.54 (7.21) 0.002

Sex, no. (%)

Female 57 (64.80) 64 (55.20) 0.167

Male 31 (35.20) 52 (44.80)

Race, no. (%)

African American 13 (14.80) 32 (27.60) 0.029

White 75 (85.20) 84 (72.40)

Education 14.99 (2.39) 14.54 (3.26) 0.281

MMSE 29.43 (0.95) 28.03 (1.93) 0.001

DRS-2 total score 138.55 (3.63) 130.85 (6.61) 0.001

CDR–global, no. (%)*

0.0 82 (97.60) 2 (1.90) 0.001

0.5 2 (2.40) 104 (98.10)

CDR–sum of boxes* 0.01 (0.08) 1.47 (0.80) 0.001

GDS 5.42 (4.93) 7.16 (5.14) 0.015

CCTI standards

S1, expressing choice 3.88 (0.37) 3.87 (0.49) 0.945

[S2], reasonable choice, no. (%)

Yes 88 (100.00) 111 (95.70) 0.071

No 0 (0.00) 5 (4.30)

S3, appreciation 7.57 (0.91) 7.03 (1.30) 0.001

S4, reasoning 10.70 (4.23) 7.66 (3.61) 0.001

S5, understanding 63.40 (8.08) 47.56 (12.17) 0.001

Values are mean (SD) unless otherwise indicated.
*Missing data for some participants.
MCI � mild cognitive impairment; MMSE � Mini-Mental State Examination; DRS-2 � De-
mentia Rating Scale, second edition; CDR � Clinical Dementia Rating scale; GDS � Geriat-
ric Depression Scale; CCTI � Capacity to Consent to Treatment Instrument.

1476 Neurology 71 November 4, 2008



controlling for group differences in age, depressive
symptoms, and race. This is shown by the effect for
control in table 2.

After adjusting for group differences in race, baseline
age, depressive symptoms, and CCTI scores, MCI pa-
tients had a significantly greater rate of decline in MDC
only on understanding (S5). On average, there was a
0.79-point annual decline in MCI patients’ understand-
ing abilities, as shown by the estimate for time in table 2.
In contrast, control participants experienced a 0.61-
point annual increase in understanding, as shown by the
sum of the estimates for time and control � time in
table 2. Figure 1 illustrates the relationship between di-
agnostic group and change in understanding over the
four assessment points.

The generalized estimating equations performed to
assess rates of change on [S2] did not converge to an
admissible solution because, at all four assessment

points, all control participants successfully performed
the task assessed under this standard, resulting in cells
with zero counts. Consequently, we reanalyzed the data
by using the Fisher exact test to assess group differences
in the proportion of individuals who could not perform
the [S2] task (appendix e-3).

Effect of conversion to dementia on MDC trajectory.
After adjusting for baseline diagnosis, we found that
conversion at the first annual follow-up significantly
affected the elevation of an individual’s growth curve
on understanding (S5) but not on any other CCTI
standard, as shown by the conversion term in table 3.
For example, an MCI patient who converted to AD
at the first annual follow-up experienced, at the same
time, a loss of 3.07 points on understanding. There
was a nonsignificant trend for conversion at the first
annual follow-up to be associated with a loss of 1.06
points on the reasoning standard.

Furthermore, after conversion to dementia, there
was an acceleration in an individual’s subsequent rate of
decline in understanding, as shown by the conversion �
time term in table 3. To illustrate, nonconverting MCI
patients’ performance on understanding decreased an
average of 0.51 points (1.21–1.72) per year. In contrast,
for the MCI patient who converted to AD at the first
annual follow-up, her subsequent (i.e., postconversion)
rate of decline in understanding was 2.23 points [1.21 �
(2 � 1.72)] per year. This impact of conversion to AD,
at the first annual follow-up, on the elevation and slope
of a converting MCI patient’s understanding growth
curve is depicted in figure 2.

DISCUSSION A high proportion of MCI patients
eventually progress to some form of dementia.4,28 Be-
cause functional impairment is a defining feature of

Table 2 Effect of baseline diagnostic status on
trajectories of change in MDC*

CCTI
standard Estimate SE p Value

S1: expressing choice

Time 0.00 0.03 0.896

Control 0.01 0.05 0.785

Control � time 0.03 0.04 0.441

S3: appreciation

Time 0.07 0.06 0.305

Control 0.35 0.12 0.004

Control � time �0.07 0.09 0.467

S4: reasoning

Time �0.06 0.21 0.790

Control 1.05 0.41 0.011

Control � time 0.04 0.30 0.883

S5: understanding

Time �0.79 0.46 0.087

Control 2.21 1.05 0.036

Control � time 1.40 0.67 0.037

Time indicates the estimated annual rate of change in
medical decision-making capacity (MDC) for mild cogni-
tive impairment (MCI) patients on the Capacity to Con-
sent to Treatment Instrument (CCTI) standard under
consideration. Control indicates the estimated mean dif-
ference in MDC between control and MCI participants at
baseline. Control � time indicates the estimated differ-
ence in annual rate of change in MDC between control
and MCI participants (this estimate has to be added to
the estimate for time to calculate the estimated annual
rate of change for control participants).
*These analyses were performed on 204 baseline assess-
ment data points, 133 first annual assessment data points,
79 second annual assessment data points, and 23 third an-
nual assessment data points. All models included race,
baseline age, baseline depressive symptoms, and baseline
scores on the CCTI standard (except for S1) as covariates.

Figure 1 Covariate-adjusted performance
scores on S5, by diagnostic group,
across assessment occasion

This analysis was performed on 204 baseline assessment
data points, 133 first annual assessment data points, 79
second annual assessment data points, and 23 third annual
assessment data points. Control (solid line) and MCI
(dashed line).
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dementia,6 individuals with MCI are accordingly at in-
creased risk for progressive functional decline. In this
study, we longitudinally investigated functional change
in MCI by focusing on MDC, a critically important
functional domain in the dementia spectrum.14 We
found that, compared with cognitively healthy older
adults, patients with MCI had significantly poorer
MDC at baseline on the complex and clinically relevant
consent standards of appreciation (S3), reasoning (S4),
and understanding (S5). These findings persisted after
adjusting for group differences in age, depressive symp-
toms, and race. Patients with MCI did not differ from
controls on the simple consent standards of expressing
choice (S1) and reasonable choice [S2]. These findings
replicate an earlier cross-sectional examination of MDC
among patients with MCI by our research group.8 The
data analyzed in that investigation8 are a subset of those
analyzed in this article.

We hypothesized that, compared with controls,
patients with MCI would exhibit longitudinal de-

clines on the complex standards of appreciation (S3),
reasoning (S4), and understanding (S5). However,
over the 3-year study period, decline emerged only
on understanding. It is not surprising that understand-
ing was the standard showing decline. As assessed us-
ing the CCTI vignette method, this standard requires
comprehensive factual knowledge and understanding of
the treatment situation and choices, and, accordingly,
relies heavily on intact short-term verbal memory.8,21,29

The reliance on short-term memory makes it a uniquely
challenging standard for persons with AD and related
dementias.8,14,17,21 The selective decline in understanding
is, therefore, consistent with the cardinal amnestic defi-
cits of patients with MCI.4,29,30 This interpretation is
supported by longitudinal studies of cognitive change in
MCI that have demonstrated greater rates of decline in
episodic and semantic memory relative to other cogni-
tive abilities.27,31

These findings provide insights into how MDC de-
clines in MCI. Essentially, MDC decline seems to be a
slow but detectable process, with cumulative change
building over time. At baseline, the control and MCI
groups already differed on the three clinically relevant
standards (S3, S4, and S5), indicating that group sepa-
ration (i.e., functional change) was under way before
study onset. However, significant decline over the
3-year period emerged on only the most complex and
memory-intensive consent standard: understanding. It is
likely that a longer observational period is needed to

Table 3 Effect of conversion on trajectories of
change in MDC*

CCTI standard Estimate SE p Value

S1: expressing choice

Time 0.04 0.03 0.177

Conversion �0.05 0.06 0.433

Conversion � time �0.04 0.04 0.253

S3: appreciation

Time 0.04 0.07 0.624

Conversion 0.02 0.17 0.913

Conversion � time 0.01 0.10 0.905

S4: reasoning

Time 0.05 0.25 0.848

Conversion �1.06 0.58 0.072

Conversion � time �0.15 0.33 0.638

S5: understanding

Time 1.21 0.55 0.028

Conversion �3.07 1.34 0.023

Conversion � time �1.72 0.72 0.018

Time indicates the estimated annual rate of change in med-
ical decision-making capacity (MDC) on the Capacity to
Consent to Treatment Instrument (CCTI) standard under
consideration for individuals who remained healthy controls
across time. Conversion indicates the estimated change in
MDC at the first annual follow-up evaluation as a result of
conversion from control to mild cognitive impairment (MCI)
or MCI to Alzheimer disease. Conversion � time indicates
the estimated impact of conversion on the slope of an indi-
vidual’s trajectory.
*These analyses were performed on 204 baseline assess-
ment data points, 133 first annual assessment data points,
79 second annual assessment data points, and 23 third an-
nual assessment data points. All models included baseline
diagnosis as a covariate.

Figure 2 Effect of conversion, from MCI to AD
at the first annual follow-up
evaluation, on S5 performance in a
prototypical MCI patient

A represents a prototypical mild cognitive impairment (MCI)
patient’s slope before conversion. B represents the de-
crease in understanding that occurs for this patient after
conversion to Alzheimer disease (AD) at the first annual
follow-up evaluation. C represents what this patient’s slope
would have been had she not converted to AD. Note that
this slope has the same inclination as her preconversion
slope. D represents this patient’s slope after she converted
to AD. Note that this slope is considerably steeper than her
preconversion slope. This analysis was performed on 204
baseline assessment data points, 133 first annual assess-
ment data points, 79 second annual assessment data
points, and 23 third annual assessment data points.
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detect declines in reasoning, appreciation, and the sim-
pler consent abilities.

The study also examined the impact of conversion
from MCI to dementia on the longitudinal trajectory
of MDC. We found that when a prototypical MCI
patient converted to AD at her first annual follow-up
assessment, she experienced an associated loss of 3.07
points on the understanding standard. In addition to
this associated decrease in performance, she also ex-
perienced acceleration in the rate of postconversion
decline in understanding. In contrast to her precon-
version 0.51-point annual decrement in understand-
ing, she now experienced an average 2.23-point
annual decrement in understanding after conversion.
This suggests that MCI patients become increasingly
vulnerable to decisional impairment after conversion
to AD. From clinical and ethical standpoints, there-
fore, clinicians and researchers working with the
MCI population should pay particular attention to
the consent process when conversion to AD is sus-
pected or established.32,33 Reduction of information
load, repetition of materials, involvement of family
members, and other procedures for optimizing the
consent provided by persons with cognitive impair-
ment have been detailed elsewhere.8,34-36

The present study contributes to understanding
the natural history of functional change in MCI.
Prior studies9-12 have examined longitudinal changes
in functional abilities in MCI using generic self-
report measures of functional ability such as the Law-
ton and Brody Instrumental Activities of Daily
Living Scale. The convergent evidence from these
studies indicates that persons with MCI experience
increasing levels of difficulty in the performance of
daily activities over time, that restriction in complex
activities of daily living precedes limitations in more
basic functional abilities, and that MCI patients who
demonstrate functional difficulties at baseline have a
higher risk of progressing to dementia over time.9-12

We built on these studies by using a performance-
based instrument that decomposes a specific func-
tional domain—MDC—into component abilities.
We found that the consent ability of understanding
declined over 3 years, whereas other consent abilities
remained more stable. This approach reflects current
attempts to delineate specific functional abilities that
are susceptible to decline in MCI5,37 using structured
assessment protocols.30,38

The present study also demonstrated that conver-
sion impacts the elevation and slope of functional
trajectories in MCI, a phenomenon not previously
identified. Reassessing an MCI patient’s higher-order
functional abilities at the time of AD diagnosis may
be prudent to ensure that the patient’s autonomy is
adequately safeguarded.39 In a similar vein, the ability

to prevent, decelerate, or reverse (higher-order) func-
tional restrictions among persons with MCI might
be considered a target outcome for pharmacologic
trials and other intervention studies.

A limitation of the present study is the relatively
lower proportion of participants who had undergone
second and third annual follow-up assessments. Al-
though random coefficient regression is quite robust
to imbalance,25-27 balance facilitates the precision
with which model parameters are estimated. Thus, it
will be useful to revisit the analyses reported here at a
time when more data are available across more time
points. Secondly, because our study only included
amnestic MCI patients, we do not know whether the
findings generalize to other MCI subtypes. There is
some evidence to suggest that trajectories of func-
tional change may vary by MCI subtype.10 Finally,
we acknowledge that the treatment consent abilities
exhibited by individuals facing real, personal medical
problems might differ somewhat from those used in
relation to research involving hypothetical vignettes.
Nonetheless, vignette-based MDC instruments are
widely used in dementia research13,14,33 and have de-
monstrable face, content, and construct validities.40
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